^0/507067 

OTOORec'dPCT/PTO 06 SEP.2Q0C 



APPENDIX C 



Article 34 Amendment 
Filed April 28. 2004 



Express Mail No. EV 314103555 US 



Atty. Docket No.: 2003946-0110 
Client Ref.: AND I/US 
Customer No.: 24280 
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Dear Sir/Madam: 

REQUEST FOR AMENDMENT UNDER PCT ARTICLE 34 

1. Applicant respectfully requests authorization from the International Preliminary 
Examining Authority for amendment under PCT Article 34 and respectfully submits that the 
replacement sheets, as submitted herewith, reflect claim amendments which do not introduce 
new matter. Applicant submits herewith replacement sheets number 378-382, 382a, 384-393, 
393a, and 395-421, to replace sheets number 378-382, 384-393, and 395-421, originally filed 
for this application. 

2. In respect of each claim appearing in the international application based on 
replacement sheets 378-382, 382a, 384-393, 393a, and 395-421 submitted herewith, and in 
accordance with PCT Section 205(b), the following claim(s) is/are: 

(i) Unchanged: Claims 4-21, 38-46, 48-65, 82, 83, 85-88, 90-107, 120-122, 125 
and 126 are unchanged; 

(ii) Replaced: Claims 1-3, 22-37, 47, 66-81, 84, 89, 108-119, 123 and 124 are 
replaced with new claims 1-3, 22-37, 47, 66-81, 84, 89, 108-1 19, 123 and 124, respectively; 

A marked-up copy of Claim Replacements highlighting the changes is provided 
herewith as attached Appendix A. Deletions are represented in strikethrough, and additions 
are represented in underlining. Please note that the enclosed Appendix A indicates 

Page 1 of 2 

PCT7US03/07377 Atty Docket No.: 2003946-0018 

3692480vl Client Reference: ANDI/PCT 





Recti PCT/PTO 08 SEP 200* 



amendments made in addition to those made in Applicant's 15 December 2003 Response. 
Accordingly, replacement sheets number 378-382, 382a, 384-393, 393a, and 395-421 take 
into account amendments to the claims filed on 15 December 2003. 

Applicant respectfully submits that no new matter is presented with these 
amendments. Specifically, claim language has been amended to replace "lower" with "CW\ 
Support for this amendment can be found for example in paragraph [0090] on page 22 of the 
specification as originally filed. 

In addition, claim language has been amended to replace "pharmaceutically 
acceptable derivative" with "pharmaceutically acceptable salt, ester, or salt of ester". Support 
for this amendment can be found for example in paragraph [0087] on page 20 of the 
specification as originally filed. 

Applicant hereby requests that the ISA complete its examination upon this 
submission. Favorable action is respectfully requested. 

Respectfully submitted, 



Patent group 

Choate, Hall & Stewart 

Exchange Place 

53 State Street 

Boston, MA 02109 

Tel: (617) 248-5150 

Fax: (617) 248-4000 



Dated 28 April 2004 




Nad£ge Lagneau, Ph.D. 
Agent for Applicant 
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Appendix A- 



Version with Markings to Show Changes Made 



Claim Replacements 



1. 



A compound having the structure: 




(D 



or pharmaceutical^ acceptable salt esten or salt of ester thereof: 
wherein Ri is hydrogen, aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or 
heteroaryl; 

R2 and R3 are each independently hydrogen, halogen, hydroxyl, protected hydroxyl, 
or an aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or heteroaryl moiety; or 

Ri and R 2 , when taken together, may form a substituted or unsubstituted, saturated or 
unsaturated cyclic ring of 3 to 8 carbon atoms; or 

Ri and R 3 , when taken together, may form a substituted or unsubstituted, saturated or 
unsaturated cyclic ring of 3 to 8 carbon atoms; 

R4 is hydrogen or halogen; 

R5 is hydrogen, an oxygen protecting group or a prodrug; 
R* is hydrogen, hydroxyl, or protected hydroxyl; 
n is 0-2; 

R7, for each occurrence, is independently hydrogen, hydroxyl, or protected hydroxyl; 

Rs is hydrogen, halogen, hydroxyl, protected hydroxyl, alkyloxy, or an aliphatic 
moiety optionally substituted with hydroxyl, protected hydroxyl, SR12, or NR12R13; 

R 9 is hydrogen, halogen, hydroxyl, protected hydroxyl, OR12, SR12, NR12R13, - 
Xi(CH 2 )pX 2 -Ri4, or is lower alkyl C ^alkyl optionally substituted with hydroxyl, protected 
hydroxyl, halogen, amino, protected amino, or -Xi(CH 2 )pX2-Ri4; 
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wherein R12 and R13 are, independently for each occurrence, hydrogen, 
aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or heteroaryl; or a protecting 
group, or R12 and R13, taken together may form a saturated or unsaturated cyclic ring 
containing 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms, and each of R12 
and R13 are optionally further substituted with one or more occurrences of hydroxyl, 
protected hydroxyl, alkyloxy, amino, protected amino, alkylamino, aminoalkyl, or 
halogen, 

wherein Xi and X 2 are each independently absent, or are oxygen, NH, or - 
N(alkyl), or wherein X2-R14 together are N3 or are a saturated or unsaturated 
heterocyclic moiety, 

pis 2-10, and 

R14 is hydrogen, or an aryl, heteroaryl, alkylaryl, or alkylheteroaryl moiety, or 
is - (C=0)NHRis -(C=0)ORi5, or -{C=0)Ri5, wherein each occurrence of Rj 5 is 
independently hydrogen, aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or 
heteroaryl; or R i4 is -S0 2 (Ri6), wherein Ri 6 is an aliphatic moiety, wherein one or 
more of R14, Ris, or Ri6 are optionally substituted with one or more occurrences of 
hydroxyl, protected hydroxyl, alkyloxy, amino, protected amino, alkylamino, 
aminoalkyl, or halogen; or 

R« and Ro may, when taken together, form a saturated or unsaturated cyclic ring 
containing 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms and is optionally 
substituted with hydroxyl, protected hydroxyl, alkyloxy, amino, protected amino, alkylamino, 
aminoalkyl, or halogen; 

Rio is hydrogen, hydroxyl, protected hydroxyl, amino, or protected amino; 

Rn is hydrogen, hydroxyl or protected hydroxyl; 

X is absent or is O, NH, N-alkyl, CH 2 or S; 

Y is CHR17, 0, C=0, CR17 or NR n ; and Z is CHRjg, O, C=0, CRi 8 or NRi 8 , wherein 
each occurrence of Rn and Rig is independently hydrogen or aliphatic, or Rn and Rig taken 
together is -0-, -CH2- or -NR19-, wherein R19 is hydrogen or low e r alkyl C^alkvL and Y and 
Z may be connected by a single or double bond; and 

phannaoeutically acceptable d e rivativ e s ther e of; 

with the proviso that when n is 1; X is O; Ri is methyl; R 2 , R3, R7 and Ri 1 are each 
hydrogen; R 5 is hydrogen, CMalkyl or-C(=0)Ci-4alkyl; R6 is hydrogen, OH, CMalkoxy or- 
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0C(=0)Ci-4alkyl; and R 9 is OH, Ci^alkoxy or -OC(=0)Ci-4alkyl; then one or more if the 
following groups do not occur simultaneously as defined: 

(i) R4 is hydrogen; Rio and R« are independently OH, d^alkoxy or -OC(=0)Ci. 
4 alkyl; and Y-Z is -CH 2 CH 2 - or -CH=CH-; 

(ii) R4 and R« are each hydrogen; Rio is OH, C^alkoxy or -OC(=0)Ci-4aIkyl; 



independently hydrogen, CMalkyl or CMalkanoyl; and 
(iii) R4 and Rio are each hydrogen, OH, C M alkoxy or -OC(=0)Ci^alkyl; Rg is 
hydrogen, OH, halogen, Gmalkoxy or -OC(=0)Ci-4alkyl; and Y-Z is - 
CH 2 CH 2 -, -CH=CH- or -C(=0)CH 2 -. 

2. The compound of claim 1 , where the following groups do not occur simultaneously as 
defined: 

X is oxygen, 
Ri is methyl, 

R 2 and R3 are each hydrogen, 
R4 is hydrogen, 

R 5 is hydrogen, lower allcyl C ^alkvl or lower allcanoyl Cr^alkanovh 
R* is OR', where R' is hydrogen, lower alkyl Cusalkvl or low e r allcanoyl Cj. 
salkanovl with S-configuration, 
R7 is hydrogen, 

Y and Z together represent -CHRn-CHRig-or -CRi7=CRi8-, wherein Rn and 
Ris are independently hydrogen, or when Y and Z are - CHRn-CHRig, Rn and Ri 8 
taken together are -0-; 

Rg is hydrogen or OR*, where R' is hydrogen, lower alkyl C Malkyl or low e r 
alkanovl C ^alkanovL 



and Y-Z is -CHR Y CHR Z -, -CH=CH- or 




wherein R Y and R z are 



R9 is OR', where R' is hydrogen, low e r alkyl Cj ^alkvl or low e r allcanoyl Cj. 



galkanovh 



Rio is OR", where R" is hydrogen, low e r alkyl Cj ^alkvl or low e r allcanoyl C^. 



^alkanovl: and 



R 11 is hydrogen. 
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3. The compound of claim 1 , wherein: 

Ri is hydrogen, straight or branched lower allcyl C^alkvl straight or branched low e r 
hotcroollcyl C |^heteroalkvL or aryl, 

wherein the alkyl, heteroalkyl, and aryl groups may optionally be substituted 

with one or more occurrences of halogen, hydroxyl or protected hydroxyl; 

R2 and R3 are each independently hydrogen, halogen, hydroxyl, protected hydroxyl, 
straight or branched low e r alkyl C halky!, straight or branched lower heteroalkyl Cj. 
^heteroalkyl, or aryl, 

wherein the alkyl, heteroalkyl, and aryl groups may optionally be substituted 

with one or more occurrences of halogen, hydroxyl or protected hydroxyl; or 

Ri and R2, when taken together, may form a saturated or unsaturated cyclic ring of 3 
to 8 carbon atoms, optionally substituted with one or more occurrences of halogen; or 

Ri and R 3 , when taken together, may form a saturated or unsaturated cyclic ring of 3 
to 8 carbon atoms, optionally substituted with one or more occurrences of halogen; 

R4 is hydrogen or halogen; 

R 5 is hydrogen or a protecting group; 

R6 is hydrogen, hydroxyl, or protected hydroxyl; 

n is 0-2; 

R 7 , for each occurrence, is independently hydrogen, hydroxyl, or protected hydroxyl; 
Rg is hydrogen, halogen, hydroxyl, protected hydroxyl, alkyloxy, or low e r alkyl Cj. 

^alkvl optionally substituted with hydroxyl, protected hydroxyl, SR12, or NR12R13; 

R9 is hydrogen, halogen, hydroxyl, protected hydroxyl, ORn, SR12, NR12R13, - 

Xi(CH2)pX2-Ri4» or is low e r allcyl C halky! optionally substituted with hydroxyl, protected 

hydroxyl, halogen, amino, protected amino, or -Xi(CH2)pX 2 -Ri4; 

wherein R12 and R 13 are, independently for each occurrence, hydrogen, low e r 
alkyl C| ^alkvU aryl, heteroaryl, alkylaryl, or alkylheteroaryl, or a protecting group, or 
R12 and R13, taken together may form a saturated or unsaturated cyclic ring containing 
1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms, and each of R12 and R13 are 
optionally further substituted with one or more occurrences of hydroxyl, protected 
hydroxyl, alkyloxy, amino, protected amino, alkylamino, aminoalkyl, or halogen, 
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wherein Xi and X2 are each independently absent, or are oxygen, NH, or - 
N(alkyl), or wherein X2-R14 together are N3 or are a saturated or unsaturated 
heterocyclic moiety, 

p is 2-10, and 

Ru is hydrogen, or an aryl, heteroaryl, alkylaryl, or alkylheteroaryl moiety, or 
is - (C=0)NHRis -(C=0)ORi5, or -(C=0)Ri5, wherein each occurrence of R15 is 
independently hydrogen, alkyl, heteroalkyl, aryl, heteroaryl, alkylaryl, or 
alkylheteroaryl, or R14 is -SC>2(Ri6), wherein Ri6 is an alkyl moiety, wherein one or 
more of R14, R15, or Ri6 are optionally substituted with one or more occurrences of 
hydroxyl, protected hydroxyl, alkyloxy, amino, protected amino, alkylamino, 
aminoalkyl, or halogen; or 

Rs and R 9 may, when taken together, form a saturated or unsaturated cyclic ring 
containing 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms and is optionally 
substituted with hydroxyl, protected hydroxyl, alkyloxy, amino, protected amino, alkylamino, 
aminoalkyl, or halogen; 

Rio is hydrogen, hydroxyl, protected hydroxyl, amino, or protected amino; 

Ru is hydrogen, hydroxyl or protected hydroxyl; 

X is absent or is O, NH, N-alkyl, CH 2 or S; 

Y is CHRn, O, C=0, CRn or NR n ; and Z is CHRis, O, C=0, CRi 8 or NR i8 , wherein 
each occurrence of Rn and Rig is independently hydrogen or lower alkyl Chalky!, or Rn and 
Ris taken together is -0-, -CH2- or -NR19-, wherein R19 is hydrogen or low e r alkyl C halky!, 
and Y and Z may be connected by a single or double bond^-and 

pharmaoeutioally acc e ptable d e rivatives thereof . 

22. A compound having the structure: 




OH 
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and phnrmac e uticQlly nccoptnble dorivatives ther e of or pharmaceuticallv acceptable 
salt ester, or salt of ester thereof . 

23. A compound having the structure: 




OH 

and pharmacoutically acceptable d e rivatives th e r e of or pharmaceuticallv acceptable 
salt ester, or salt of ester thereof . 

24. A compound having the structure: 




and pharmaceuticallv acc e ptabl e d e rivativ e s th e reof or pharmaceuticallv acceptable 
salt ester, or salt of ester thereof . 

25. A compound having the structure: 
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OH 

and phoimaoeutioallv acc e ptabl e derivativ e s th e r e of or pharmaccuticallv acceptable 
salt ester, or salt of ester thereof . 

26. A compound having the structure: 




and pharmaceutically acc e ptabl e d e rivatives ther e of or pharmaceutical^ acceptable 
salt ester, or salt of ester thereof . 

27. A compound having the structure: 
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and pharmaceuticallv acceptable derivativ e s th e r e of or pharmaceuticallv acceptable 
salt esten or salt of ester thereof . 

28. A compound having the structure: 




and pharmac e uticallv acc e ptabl e d e rivativ e s th e reof or pharmaceuticallv acceptable 
salt ester, or salt of ester thereof . 

29. A compound having the structure: 




and pharmac e uticallv acceptable d e rivativ e s th e r e of or pharmaceuticallv acceptable 
salt ester, or salt of ester thereof . 

30. A compound having the structure: 
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and phormaceuticallv acceptabl e d e rivativ e s th e r e of or phannaccuticallv acceptable 
salt, ester, or salt of ester thereof . 

31. A compound having the structure: 




OH 



and phormac e uticallv acceptable derivativ es th e r e of or pharmaceuticallv acceptable 
salt ester, or salt of ester thereof . 

32. A compound having the structure: 
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and pharmac e uticallv acceptabl e derivativ e s th e r e of or pharmaceuticallv acceptable 
salt ester, or salt of ester thereof . 



33. A compound having the structure: 




and pharmac e uticallv acc e ptable d e rivativ e s th e reof or pharmaceuticallv 
acceptable salt, ester, or salt of ester thereof . 

34. A compound having the structure: 



and phannaoeuticallv acc e ptable d e rivativ e s th e r e of or pharmaceuticallv acceptable salt 
ester, or salt of ester thereof . 

35. A compound having the structure; 




OH O 



HN' 
Et 




OH O 



OH 
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and phannac e utically acceptable - derivativ e s th e reof or pharmaceuticallv acceptable salt 
ester, or salt of ester thereof . 

36. A compound having the structure: 



and phannaceutically acc e ptable derivatives thereof or pharmaceuticallv acceptable 
salt ester, or salt of ester thereof . 

37. A pharmaceutical composition comprising: 
a compound having the structure: 



or pharmaceuticallv acceptable salt ester, or salt of ester thereof: 
wherein R x is hydrogen, aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or 
heteroaryl; 

R2 and R3 are each independently hydrogen, halogen, hydroxyl, protected hydroxyl, 
or an aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or heteroaryl moiety; or 

Ri and R2, when taken together, may form a substituted or unsubstituted, saturated or 
unsaturated cyclic ring of 3 to 8 carbon atoms; or 





(I) 
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Ri and R3, when taken together, may form a substituted or unsubstituted, saturated or 
unsaturated cyclic ring of 3 to 8 carbon atoms; 
R4 is hydrogen or halogen; 

R5 is hydrogen, an oxygen protecting group or a prodrug; 
R$ is hydrogen, hydroxyl, or protected hydroxyl; 
n is 0-2; 

R7, for each occurrence, is independently hydrogen, hydroxyl, or protected hydroxyl; 
R« is hydrogen, halogen, hydroxyl, protected hydroxyl, alkyloxy, or an aliphatic 

moiety optionally substituted with hydroxyl, protected hydroxyl, SRn, or NR12R13; 

R 9 is hydrogen, halogen, hydroxyl, protected hydroxyl, OR12, SR12, NR12R13, - 

Xi(CH2)pX2-Ri4, or is lower alkyl C ^alkvl optionally substituted with hydroxyl, protected 

hydroxyl, halogen, amino, protected amino, or -Xi(CH2)pX 2 -Ri4; 

wherein R12 and R13 are, independently for each occurrence, hydrogen, 
aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or heteroaryl; or a protecting 
group, or R12 and R13, taken together may form a saturated or unsaturated cyclic ring 
containing 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms, and each of R12 
and R13 are optionally further substituted with one or more occurrences of hydroxyl, 
protected hydroxyl, alkyloxy, amino, protected amino, alkylamino, aminoalkyl, or 
halogen, 

wherein Xi and X2 are each independently absent, or are oxygen, NH, or - 
N(alkyl), or wherein X2-R14 together are N 3 or are a saturated or unsaturated 
heterocyclic moiety, 

pis 2-10, and 

Rh is hydrogen, or an aryl, heteroaryl, alkylaryl, or alkylheteroaryl moiety, or 
is - (C=0)NHRi5 ~(C=0)ORi5, or -<C=0)Ri 5 , wherein each occurrence of R15 is 
independently hydrogen, aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or 
heteroaryl; or Rh is -S02(Ri6), wherein Ri6 is an aliphatic moiety, wherein one or 
more of R !4 , R| 5 , or Ri6 are optionally substituted with one or more occurrences of 
hydroxyl, protected hydroxyl, alkyloxy, amino, protected amino, alkylamino, 
aminoalkyl, or halogen; or 

R« and R9 may, when taken together, form a saturated or unsaturated cyclic ring 
containing 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms and is optionally 
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♦ a w,irn*vl alkvloxy amino, protected amino, alkylamino, 
substituted with hydroxyl, protected hydroxyl, alkyloxy, amm v 

aminoalkyl, or halogen; . 

R„ ishydrogen,hydroxylor protected hydroxyl; 
XisabsentorisO,NH,N-alkyl,CH 2 orS; 

V,CHR 1 ,,O.CK,,CR W o I m,,^ZisC HR ,. > 0,C^,CR,.o,m,^ 

^coo^by-s^o,*^ 

thoroof; -and 

a pharmaceutically acceptable carrier, 

l te p ro vi S o ta ,v*eaa i!l ;Xi S 0 ; R, iSme *, l ;R J ,R3,R,a»dR,,««acl 1 

^,^^R,isOH,C,^or^)C 1 ^. ; ^-or m o Ktf *c 

foUovringgroupsdonotoccursimultaneoiislyasdeaned: 

H R4ishytog e D ;R„ m dR,a reb d e[ «nde« fl ,OH,C,^ox y o I -OC^,C,. 

.alkytandY-Zis-CHj^-or-CH-CH-; 
« R4 ^R, m ^h,d K , g «R,.isOH,C, J *x,o.^)C,^M;^ 

°\ 

Y-Z is-CHRW-,-CH=CH- oS<? \ whereinR Y and R z are 
independently hydrogen, CMalkyl or CMalkanoyl; and 
m R 4 andR 1 oareeachh y dro g en,OaCMalkox y or^)CM«R.« 
hydrogen, OH, halogen, CMalkoxyor-OC(=0)CMalkyl;andY-Z 1S - 

CH 2 CH 2 - , -CH=CH- or -€(=0)CH r . 

47 The pharmaceutical composition of claim 37, where: 

R.ishydrogen, straight or branched lew^C^ 

hatoroalkyl Ci fheteroalkvl or aryl, t . , , 

^^"^^h^l.^^ ^up S »yopdona.,ybe~d 

orro or ««, ounces of halogen, hydroxyl o, proved hydroxy!; 
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R4 is hydrogen or halogen; 

R 5 is hydrogen or a protecting group; 

R* is hydrogen, hydroxyl, or protected hydroxyl; 

R^hoc.™^ 

^^^^^^^ 

C, .alkvl optionally substituted with hydroxyl, protected 
X,(CH2)pX 2 -Ri4, or is tewef-alkyi Cy$m OP™ 1 * 1 ? 

1 to 4 carbon atoms and Ho 3 ntoogon 0, oxygen aoma. and each of Ma -# ■» 

wh e re inX,a n dX jaI e M chindcpcnde„oynbse rt ,ora re oxygon,NH,or 
NW ),orv*er= m X r R„.ogete-N J o I a K a S a^ornnsan m ,«d 

heterocyclic moiety, 

b - ( C^)NHR„^PR.,or^)R ls ,^en*oo^ofR lsB 

indenendently hydrogen, alkyl, hcteroalkyl, aryl, heteroaryl, alkylaryl, or 
rndependcnflyny g m moiety , „ he mn ono or 

alkylheteroaryl, or R H is -MWM6J, wncre 
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aminoalkyl, or halogen; nTOtecte d amino; 

R„ is hydrogen, hydroxyl or protected hydroxyl; 
XisabsentorisO.NH.N-aUcyUCH.orS; 

Y is CHRn, O. <X>. CR„ or NR l7 ; and Z . CHR 18 , OC_ 

« .ndR.asmdependentlyhytogenorleweHiH^Cu^o 

R lg taken together is -0-,-CH 2 or rsM9, 
andYandZmaybeconneetedbyasingle or double bond. 



66. A pharmaceutical composition comprising: 
a compound having the structure: 




aa ^ teaa6eHtieall5 ^^ 

^ „ rf .r nr Sa ltofesterJiereof;and 



earner. 



67. A pharmaceutical composition comprising: 
a compound having the structure: 
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OH 



acceEtable^^ 



earner. 



68. A pharmaceutical composition comprising: 
a compound having the structure: 




OH 



^^^^^^ 

^carrier. 



69. A pharmaceutical composition comprising: 
a compound having the structure: 
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OH 

aphannaceutically acceptable earner. 

70. A pharmaceutical composition comprising: 
a f „nH tmvine the structure: 




accei 

; carrier. 

a "" — 



7 ! . A pharmaceutical composition comprising: 
a compound having the structure: 
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nrr fr a rmaceuticallv 



^| t ^f^r thereof; and 




A pharmaceutical composition comprising: 
a compound having the structure: 




aaiffeaffflaeeutisaHi^^ 

acceptable^^ 

a pharmaceutically acceptable carrier. 

73. A pharmaceutical composition comprising: 
a compound having the structure: 



^ ive ^ e ^or^rmaceuticaUx 
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■ carrier. 



A pharmaceutical 
a compound having the structure: 




as^haHmeeufeeal^eeeptable-aem 

ac^ept^aj^^ 
apharmaceuticallyacceptablecarrier. 

75 . A pharmaceutical composition comprising: 
acompoundhavingthestructure: 
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A pharmaceutical composition comprising: 
a compound having the structure: 




pharmaceutical^ acceptable 



A pharmaceutical composition comprising: 
a compound having the structure: 



PCT/US03/07377 
3692391vl 



- Appendix A - 
Page 20 of 39 



OH O 




a pharmaceutical^ acceptable carrier. 

78 A pharmaceutical composition comprising: 
a compound having the structure: 



orjhannaeeujic*^ 




Lacguticajly. acceptable 



A pharmaceutical composition comprising: 
a compound having the structure: 




salLestei^oaltofest^^ 
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apl 



,harmaceutically acceptable 



earner. 



80. A pharmaceutical composition comprising: 
a compound having the structure: 




a pharmaceutical^ acceptable carrier. 

photodamage comprising: 

a compound having the structure: 




a) 



• „ »«t*Me salt ri t°T,"'-^ ltof '" :tftrthere0f; 

^^^^^ 
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R, is hydrogen or halogen; 

R 5 is hydrogen or a protecting group; 

B.ishydrogen.hydroxyl.orprotectedhydroxyl; 

DiS0 " 2; • • H^ndentlvhydrogen,hydroxyl,orprotectedhydroxyl; 

X,(CH ! )^-Rl.,ortslewe^S-"-^ Y . rHU& . Rl , 

N(alky^OT^*crein XrRu together are H3 or are a saturated or unsaturated 
heterocyclic moiety, 

alkylheteroaryl, or R M is -S0 2 (Ri6), wner 
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„fR R^rR^optionaHy^^wifto^ormoreocc^ncesof 

X^«;^^^^ CHRlfc0 ,o< ) ,CR 1 ,« I ^» k e Ki n 

dea w li v ^ thcr nof>and 

a pharm aceuticall y acceptable ^ ^ ^ ^ ^ 

wherein the compound is present in an amo 
induced photodamage. 



and/or autoimmune disorder or a disorder 

adniinistering to a subject in 1 
compound having the structure: 



84 . A method for treating an inflammatory 
resultingffcm^ 
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R, and R,, when taken together, may form a substituted 
u^Ountted cyclic ring of 3 to 8 carbon atoms; 
R, is hydrogen or halogen; 

Rs is hydrogen, an oxygen protecting group or a prodrug; 
is hydrogen, hydroxyl, or protected hydroxyl; 

R, is hydrogen, halogen, hydroxyl, protected hydroxyl, OR* Sto. ™** 

^hyly.,a 1 h 7l ox,,^,pm^ammo,*,n^,am»oa U ty.,or 

^eromX.andX^eachmdependenUyahsen.orarooxygen.NH.or. 

' • v R a together are N3 or are a saturated or unsaturated 
N(alkyl), or wherein X 2 -Rh togetner arc 3 

heterocyclic moiety, 

Z « or - «. — A - *»— 01 

is (C-OiNHR,, -«XW*» or -«*»*„ •*«* each occmrenc* of R, s 
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Rll is hydrogen, hydroxyl or protected hydroxyl; 

together is -0-,-CH 2 or ^wma^satieal^^ 
Z may be connected by a single or double bond; pharmaeeut**^^ 

thereof* and 

apharmaceuucallyacceptablecarrierordiluent; 

u « ; e i- V is O Ri is methyl R2.R3.K7 ana 
withtheprovisothatwhennisl.XisU.Ki j c^alkoxyor- 

* m c ^aikvi or -C(=0)CMalkyl; R* is hydrogen, OH, CuaUcoxy 
l^*"^.^" 0 ^CM^theaoneormoreiflhe 
OC(=0)CMalkyl;andR9isOH,C M alkoxyor-^ v 

foUo^ggroupsdonot occur simultaneouslyasde^ 

(0 R4 is hydrogen; Rio and R* are independently OH, CMalfc y 
<«andY-Zis^H^ 
r, and Rs are each hydrogen; R,o * OH, C^alkoxy 

Y .Zis^HRW^H=CH-or^/;wherem^andR Z are 

-penden^^ 

r, and R,o are each hydrogen, OH, C^alkoxy or -O ( , 
hydmge.OH.halogen.C^ 

proliferation. 



4 a 

(ii) 
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89 ThemethodofclarmM, "herein. k 

Ri is hydrogen, straight 01 branched lewe^ftHQ* 
tee^liiteteroatoLoraryl, ^„»tiv be substituted 

^taain the alkyl, taw**. "»» "» «W may < *'" 0nall) ' " 
^oneorrn.reoceurrenc.snfhalngen.hydroxylorp^bydroy 

^oneornrnreoccu^neasnfha.ng^hyd.xyiorp^hydrnxyUnr 
R ,.dRa,*n*en.nge ta .n«yfornra^nrnn«n^^™ B o» 

R.andR^en^^.nuyfnrnraaat.aredorunsann^eyehenngofa 

R, is hydrogen or halogen; 

R 5 is hydrogen or a protecting group; 

Rs is hydrogen, hydroxy., or protected hydroxy.; 

^npUonaUysubad^d^hydrnxyi.prn^dhydrnxyi.SR.anr^a; 

Uhyd^er.nal^hytoxytp^hynnaxyl.OR.a.SR.a.m*,. 

hydnaxyl.halogen.anrino.pro^anuno.or.X.tCHrVXa-RM, 

wherein R12 and Ru are, independently for each occurrence, hydrogen* lewef 

Uo 4ca^na» ra sandl.o3ni t roge„oroxygena B ,ns,andeachofR, 1 andR 5 are 

^yn^aubsdhded^on.or^o^c^oe.ofhyd^l.P^ 

h^xy t * to x,,an™,pec^^.»M^.^°^" W ->^ 
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vtoeinX.andX^ea^htadependeaUy^or^oxygeo.NH.or- 
heterocyclic moiety, 

aminoalkyl, or halogen; or 

f^rm n Qaturated or unsaturated cyclic ring 
Rg and R9 may, when taken together, form a saturated or 

j 1 in'i nitrogen or oxygen atoms and is optionally 

containmgl^ca^ 

S ubsumtedwmhydroxyl,protectedhydroxyl,alkyloxy,annn ,p 
R„ is hydrogen, hydroxyl or protected hydroxyl; 

:;;r:;-X?r:LcH R ,o,c.,c R ,.o^,.,^ 

Y, S CHR,„0,C o „ l)ewef<llM c lia !k4orR,,and 

R u taken together is -0-, -<-H 2 - or imw , 

and Y and Z may he connected by a single or double bond. 
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gait, ester, or s *»t of ester thereof- 



109. The mi 



ett ,od of claim 84, comprising adoring a compound having *. an***. 




m id pharmaceu t 
salt, ester, or salt of ester thereof. 

110. The method of claim 84, comprising 



teble Jul ■ ulfrr - thereof or rAgmacguticatty acceptable 



administering a compound having the structure: 




colt, gstgL or s^ nf ester thereof. 



111. The method of claim 84, comprising 



administering a compound having the structure: 
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OH 



^^^^^ 

salkestgL nr salt ofestgr thereof. 

112 . ^ M *^U.<^*^'~* M ™"*** m ' 




nilt f ^,»r ga 1tnf ester thereof. 
n3 . The.ethodofdain^^ 




,oi* «t w or sa^"f^ thereof. 
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114. The method of claim 



,4, comprising adhering a compound having the sWcMre: 




,.u~tPr, nr salt of este r thereof. 

u , ^n^odofciain.Hoon.pri.h.ga^s^ga^ponndhavtag^sh^: 

OH O 




4 , , i ,-r - thrrrnf nr pharmjeeutjgaUv acceptable 



ester or salt of ^er thereof. 
116. The method of claim 84, comprising 



administering a compound having the structure: 
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salt, ester, - salt ofester thereof. 

• • „ ^ministerine a compound having the structure: 
117. The method of claim 84, comprising administering P 




salt, ester, or salt of^ gtgijhCTgof. 

118 . 




t . , i,„;„-,ti-n thrr— f ^pharmaceutically acceptable. 
a£u dly ocooptu b l u J uii v uli v n m n re ot shjj 

salt , ggtgr, ™ salt of estgr fliergof. 



„, a for proving **** r^ 8 * '° ' ^ 

said method comprising: mori5 .; n o a compound 

having the structure: 
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(I) 

^■n the aUcyl, M*** - -» * 

^« M „,BO I =oc^c«ofh a log S n,hyd K ,xylor prot «.cdh, to x,l; 

,„ 8 carbon auxns, optionally sutetMed with one or more occwrences of halogen; or 

to 8 earbo. aronrs, optionally substituted wirh one or more occurrence, of halogen 
R4 is hydrogen or halogen; 
R 5 is hydrogen or a protecting group; 
R« is hydrogen, hydroxy., or protected hydroxy.; 

fcishydrogen, halogen, hydroxy!, proved hydroxyl, aU.ylo.y, or tew**. 
^op.ionanysnb^^^WProUc.edhydnaxyl.SR.orm^,; 

Luhydrogen.naloge^hydrox.l.pco^Mroxyl.OR.r.SR.WraRn. 

hydroxyl, halogen, amino, prowled amino, or -X.lCftyCi-R,., 
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wherein Rt, and R„ m, independently for each occunenee, hydnrgen, lower 

1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms, and each of Rn and 11 

^X.andX.sxeeaohind^denuyabsen^rarcoxygan.NH.or 
N(alW ,„rwhe re m Xr R,.«ogo*eram Nj orareasa«audorn ffi an Jr a,«o 

heterocyclic moiety, 

is - ( CK,) N HR, 5 ^)OR, s ,or^)R, ! ,^-~- otR ' s ' S 
indaoendently hydrogen, alkyl, heteroalkyl, aryl, neroroasyl, alkylsayl, or 

aminoalkyl, or halogen; or 

--^^rc^rTo^r 

aminoalkyl, or halogen; t ^ am ;„ ft . 

R„ is hydrogen, hydroxy, or protected hydroxyl; 
Yi<! a bsentorisO,NH,N-alkyl,CH2orS; 

each occurrence ofRn and R, 8 is independently ny s .^jwr.^alkvl 
», • _n CH, or-mir.vvhercinRwishyo^genortewe^Qi^L 

d ui ivativ c o t h ef eefj and 

a pharmaceutical acceptable carrier or diluent. 



123. 



. m «hod for preventing or reducing the m of restenosis, comprising: 
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# 



. t . UnnA vesS el the stent having a generally tubular 

jzzzzzz±> •• 

. . a ^ mr ^««H havine the structure: 
composition comprising a comr 




0) 

f k»Wn hvdroxyl or protected hydroxyl; or 

p »H R, when taken together, may form a saturated or 

is hydrogen 01 halogen; 
R, is hydrogen 01 a protecting group; 
R, is hydrogen, hydroxyl, 01 protected hydroxyl; 

^^l 1 yIs„h,,cd^hydrox,l,pro,ec K dhydroxy 1 ,SR, 2 ,o rNR ,*, 
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Xl (CH 2 ) P XrRi4,oriste W e«MC bfi aMo P y 



heterocyclic moiety, 



, iwi hPteroalkvl aryl,heteroaryl,alkylaryl,or 



minM lkyl,«rWog e n;or . mas>W Medorms « matt <l cyclic ring 

aminoalkyl, or halogen; . . , amino . 

R„ is hydrogen, hydtoxyl or protected hydroxyl; 

YisCHR,7 ) 0,C=0,CRnorMRn,an .-^ or R„ and 

R.^entogemer^^^ 

and Y and Z may be connected by a single or double bond, pfcsmaeeu^^^ 

^eflvativcathoreo^ and optionally 

a pharmaceutical* acceptable carrier or diluent; 
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M. the moviso that the Mowing groups do not occur simuuao 
"* rrr, R R, R ,R,a„dRnar=eachhyd I og=o ; R 5 ishytogen,C,. 

.alkyl or -C(=0)C,.*lkyl; R* is hydrogen, OH, Cwaltaty . > 

4 amji v .aikvl- and Y-Z is -CHR tttK , 

a* tad.pender.tl, OH, C,-*lkoxy or -OCHWCh*)*. » 

4 alkanoyl. 



124 . *— ~* < 2^JS-~ 

tasorttag a *en, into the passageway, the «• havmg a g y 
ta^ofu.s^betagcna^wrth^ro^adaptcdtaroto, 

comprising a compound having the structure: 




o^mm^^^^^^Tt, ^uhtor 



— te ^^X,gron,n«,opdona rT -ed 
ftheteroalkvl or aryl, 
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V 



R4 is hydrogen or halogen; 

R 5 is hydrogen or a protecting group; 

R« is hydrogen, hydroxyl, or protected hydroxyl; 

^Lhocc~^ 

R, is hydrogen, halogen, hydroxyl, protected hydroxyl, ORn, SR12, NR12R13, - 

• J« C^alkyJ optionally substituted with hydroxyl, protected 
X 1 (CH 2 ) P X 2 -Ri4,orislewer^C J;S aJkiiopu 

wtaeinX, andX.areeachind^^yabs^or^oxygen.NH.or 
heterocyclic moiety, 

is -(CK,)NHR,KC^)OR,,or^O) R , s ,^eac 1 ,™ e o,R, i , 
indewtoay hydroga, alkyl, heteroalkyl, aryl, heteroaryl, alkylaryl, or 

,^,^^~^'"* ,,- " , "* ,,k ' , "~ 

amihoalkyl, or halogen; or 
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juni nitroeen or oxygen atoms and is optionally 

— Uo4c«^ 

substituted with hydroxyl, protected hydroxyl, alkyloxy, amin 

aminoalkyl, or halogen; , 

R 10 ishydrogen,hydroxyl,protectedhydroxyl 5 ammo, or protected amino, 

R U is hydrogen, hydroxyl or protected hydroxyl; 
X is absent or is 0, NH, N-alkyl, CH 2 or S; 

YisCHRn,U, , ^ or tevrf^l CyglkyI or R l7 and 

each occurrence of Rn and R, 8 is independently nyorogen 

^Y^^b.— »T.^-^«' , - ,,,,, * -r -^ 
JeiivalivGQ thorpof; and optionally 

a phannaceutically acceptable carrier or diluent; 

such that the passageway is expanded. 
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SUBSTITUTE SHEETS 



Claims 

We claim: 

1 . A compound having the structure: 




(D 

or pharmaceuticaiiy auw=p"«/»o salt, ester, or salt of ester 
wherein Ri is nydroge* aliphadc hereroaliphanc, alley*, he.eK.alicycl.c, 
aryl or heteroaryl; 

R 2 and Ra are each independently hydrogen, halogen, hydroxyl, protected 
hydroX yl ( oran« 

m0iety * and R 2 , when taken together, may form a substituted or unsubstituted, 
saturatedorm S aturatedcycUcringof3to8carbonatoms;or 

R, and R 3 , when taken together, may form a substituted or unsubshtuted, 
saturated or unsaturated cyclic ring of 3 to 8 carbon atoms; 

R, is hydrogen or halogen; 

R 5 is hydrogen, an oxygen protecting group or a prodrug; 
Rs is hydrogen, hydroxyl, or protected hydroxyl; 

n is 0-2; , 
R 7 , for each occurrence, is independently hydrogen, hydroxyl, or protected 

hydroxyl; m a 

R, is hydnrgen, halogen, hydroxyl, protected hydroxyl, alkyloxy, or an 

m '*tlshydro g e„,ha,o g en,h,droxy,, P ro t ec^hydr„x,.,OR, ! ,S R ,, N R, 1 R, ) ,- 
X,(CH ! )^-R 1 .,orisC,^lophona U y S uhs to ted^hydroxy.,nro K e K d 

hydroxyl, halogen, amino, protested amino, or -X.CCH^-R,.; 
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wherein R l2 and R» are, independently for each occunence, hydrogen, 
aliphatic, heteroaliphatic, alicyclic, heteroalicyclic, aryl or heteroaryl; or a 
protecting group, or R 12 and R 13 , taken together may form a saturated or 

oxygen atoms, and each of Ru and R„ are optionally further substituted wrth 
oneormoreoccurrcncesofhy^ 
protected amino, alkylamino, aminoalkyl, or halogen, 
' wherein X, and X 2 are each independently absent, or are oxygen, NH, 
or -N(alkyl), or wherein X 2 -R„ together are N> or are a saturated or 
unsaturated heterocyclic moiety, 
pis 2-10, and 

R 14 is hydrogen, or an aryl, heteroaryl, alkylaryl, or alkylheteroaryl 
m oiety,oris-(C=0)NHR 15 KC=0)OR 15 ,orKC=0)R,,whereineach 

occunence ofRis is independently hydrogen, aliphatic, heteroaliphauc, 
alicyclic, heteroalicyclic, aryl or heteroaryl; or R 14 is -S0 2 (R l6 ), wherem R 16 
isanaliphaticmoiety,whereinoneormoreofR 14 ,R 1 s,orR 16 areo P tionaUy 

substituted with one or more occurrences of hydroxyl, protected hydroxyl, 
alkyloxy.amino, protected amino, alkyla^o^oalkyUorb^oge^or 
^andR.may.whentakentogemer.formasaturatedorunsaturatedc^ 

riBB co^ll»4^-«^l to3 ^ WWifcm " ,d,, t 

amino, alkylamino, aminoalkyl, or halogen; 

R„ is hydros hydmxyl, promoted hydroxyl, amino, or protected ammo; 
R„ is hydrogen, hydroxyl or protected hydroxyl; 
X is absent or is O, NH, N-alxyl, CHi or S; 

V is CHR„, O, OO, CR„ or NR„; ** Z is CHR„, O, C-O, CR„ orNRir, 

^^.cc^ofR^R^b*^^^"^^'' 
a ndR,,*n^eris^,-CH I -or-NR,,-,whe re i„R,,ishyd rog enorC 1 ^yl, 

and Y and Z may be eonnected by a single or double bond; 

with the proviso that when n is 1 ; X is 0; Ri is memyl; R„ R„ * - 

<an ;„xyor^(.0)C M al k ,,;andR,isOH,C M al k ox,or^)C»*y.,men 
one or mom if the following gronps do no. oceur simultaneously as defmod; 
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Cl) R.ishydrogc^R.oandR.axetodependentlyOH.CMalkoxyor- 

OC(=0)CMalkyl; and Y-Z is -CH 2 CH 2 - or -CH-CH-; 
(H) R, and R, are each hydrogen; R,o is OH, C„alkoxy or -00(0)0,. 

•A h • 

4alky l ; andY-Zis-CHR Y CHR z -,-CH=CH-or^ / .where* 
R v and R z are independently hydrogen, C^aUcyl or Cl ,alkanoyl; and 
(Ui) R 4 andR 1 oareeachhydro g en,OH,CMalko X yorOC(0)0^; 
R, is hydrogen, OH, halogen, C„alkoxy or -OC(=0)C„alkyl; and Y- 
Z is -CH 2 CH 2 -, -CH=CH- or -C(=0)CH 2 - 

2 . The compound of claim 1, where the following groups do not occur 
simultaneously as defined: 

X is oxygen, 

Ri is methyl, 

R 2 and R 3 are each hydrogen, 
R4 is hydrogen, 

R 5 is hydrogen, C^alkyl or Ci^alkanoyl, 

R, is 0R% where R' is hydrogen, C^alkyl or C^alkanoyl with S- 

configuration, 

R 7 is hydrogen, 

YandZto g etherrepresent^HRn-CHR 18 -or-CR 17 =CR 18 -,wherem 
R 17 and R,s are independently hydrogen, or when Y and Z are - CHRn- 
CHR18, Rn and Rig taken together are -0-; 

R, is hydrogen or OR', where R' is hydrogen, C^alkyl or C,. 



6 alkanoyl, 



R 9 is OR', where R' is hydrogen, C^alkyl or C^alkanoyl, 
R 10 is OR", where R" is hydrogen, C ^alkyl or C^alkanoyl; and 
R 11 is hydrogen. 



3 The compound of claim 1, wherein: 

Rl is hydrogen, straight or branched C^alkyl, straight or branched C 

gheteroalkyl, or aryl, 
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wherein *e alkyl, he.c.oa.M, and axy. ^ps may optionaHy be 
^ed^oaeor.noreoccwrencesofhaioge.hydroxylc^ 

^onUe^^opdo^,^^-^"™ 10 ' 

halogen; 

Pj is hydrogen or halogen; 

R, is hydrogen or a protecting group; 

R, is hydrogen, hytoxyl, or protected hydroxyl; 

^^hoceutrence.isindepet^enayhydtoge.hydroxyUotpto^ 

^tiahydtogen.ha.oge.hy^.pro^hyW.^C,^. 
op^ysnhstitu^vriUrhytoxyUpro^hy^l.SR--^*'' 

WCH^orisCr^iopUor^iysuh^^hy^ptotecun 
hydmxyl halogen, amino, protected amino, or OMOWpXrR,., 

^yfatesuhsd^^one^moraoecn^ofh^xyU^ 
opuonauyru. j „„;„„ r*,lammo, ammoalkyl, or halogen, 

hydroxyl, alkyloxy, amino, protected ammo, aikylammo, 
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« «m « x *< ,08ether are ^ 3 ° rareasaturate< ^ or 

unsaturated heterocyclic moiety, 

R U is hydrogen, hydroxy, or protected hydroxy.; 
XisabsentorisO,NH,N-alkyl,CH2orS; 

YisCHRn O C =0,CR 17 orNRn;andZisCHR 18 ,0,C=0,CR 1 sorNR 1 s 
^ ^IfRnandR.sisindependeutlyhydrogenorC^UorRn 
wherein each occurrence ^ ^ ^^^^ R]9 j s hydrogen or Ci-6alkyl, 
and R,« taken together is -O-, -CH 2 - or NK19 , 
andYandZmay be connected by a single or double bond. 

4 . The compound of claim 3, where X is oxygen and n is 1. 

5. The compound of claim 3, where R4. is halogen. 

6 . The compound of claim 3, where R4 is fluorine. 

7 . Uecompoundofcl^ 



8. The com] 
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9 . Th e C o m poundofclai m 3,whe I e i nR 1 andR 2 a r eeach m ethylandR3is 
hydrogen and the compound has the structure: 




wherein R.R, , n. X, Y and Z are as defined in claim 3 . 

10 . The compound of claim 9, wherein X is oxygen and n is 1. 

11. Thecompoundofclaim9,whereinR4ishalogen. 
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d of claim 1 5 wherein X is oxygen, n is 1 , R, and R 2 are eaeh 
20. The compound of clan. 5, epresent ^ H =CH-. 
methyl, R 3 is hydrogen, R4 is halogen, and Y and ^ g 



21. The 



22. A compound having the structure: 




or 



23. A compound having the structure: 




or pharmaceutical* acceptable salt, ester, or saltof esterthereof. 
24. A compound having the structure: 
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OH 



or pi 



.hannaceuticaUy acceptable salt, ester, or salt of ester thereof. 



25. A compound having the structure: 




orpl 



harmaceutically acceptable salt, ester, or salt of ester thereof. 



26. A compound having the structure: 




or 



pharmaceutically acceptable salt, ester, or salt of ester thereof. 



27. A compound having the structure: 
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or 



acerbic salt « ■» " — 



A com] 



structure: 




eutically acceptable salt, ester, or salt of ester thereof. 



or pharmaa 



A compound having the structure: 




or 
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30. A compound having the structure: 




orpl 



.harmaceutically acceptable salt, ester, or salt of ester thereof. 



31. A compound having the structure: 




or pharmaceui 



tically acceptable salt, ester, or salt of ester thereof. 



32. A compound having the structure: 
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or 



phannaceutically acceptable salt, ester, orsalt of ester thereof. 



33. A compound having the structure: 



MeO 




orpl 



.hannaceutically acceptable salt, ester, or salt of ester thereof. 



34. A compound having the structure: 



OH O 




or 



pharmaceutical acceptable salt, ester, or salt of ester thereof. 



35. A compound having the structure: 



OH O 



Me0 2 S 




or 



salt, ester, or salt of ester thereof. 



36. A compound having the structure: 
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or 



pharmaceutical* acceptable salt, ester, or salt of ester thereof. 



37. A pharmaceutical composition comprising: 

; structure: 




orpharmaceuticallyacceptablesalt,ester,orsaltofesterthereof; 
v^mR.ishyd™^ 

hydl oxyl,ora,ali P hatic,hetero^ 

saturated or unsaturated cyclic ring of 3 to 8 carbon atoms; or 

Rl andR3,whentakentoge^^ 
saturated or unsaturated cyclic ring of 3 to 8 carbon atoms; 

R, is hydrogen or halogen; 

R 5 is hydrogen, an oxygen protecting group or a prodrug; 
R, is hydrogen, hydroxyl, or protected hydroxyl; 
n is 0-2; 
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R „ „ each occurrence, * independently " """"^ 

is hyttogen, halogen, hydroxyl, protected hydroxyl, alkyloxy, or an 
.Bphado moiety optionauy subaUuted with hydroxyl, pmtected hydroxy!, SRn, or 

^ishyd^ha.o^hyd.xyhpro^hydroxyl.OR.r.SR.r.NR*,- 

X 1 (CH 1 )pC r R,.,orisC,^lopuona 1 ly S ub sU ».=dvvimhyd K .xyl,pro^ 

hydmxyl.lulogeo.amtao.pmteotedr^o.or-X.CCftVCi-R,.; 

wherein R,r and R„ are, independemly for each occurrence, hydrogen, 

aBphauc, heteroaliphauc, alley* ItaeroalicycUc, aryl or taw** or a 
pratt euni g ronp,orR, ! andR,„ B kentog.d K rmayfcnna S ann att dor 

— ^c,o.icr ta gonnUiningl W 4carhon a on 1S and 1W 3n.ho g enor 
oxygen atoms, ami each of Rn and R„ are op.iona.ly further subaututed «h 
on. or more occurrences of hydroxyl, protected hydrexyl, tdkyloxy, annuo, 
prelected amino, alkylamino, aminoalkyl, or halogen, 

herein X, and X, are each independently absent, or are oxygen, NH, 
or -N(alkyl), or therein XrR» together areN, or are a saturated or 
unsaturated heterocyclic moiety, 

pis 2-10, and 

R M is hydrogen, or an aryl, heterotu* tdkyta* or alkylheteroaryl 
mole,,, or is - (C-0)NHR„ -<C-0)OR, S , « "* 
occurence of R, s is independenU, hydtogen, aliphatic, tateroaliphauc, 
aUeycho.heteroalicycUc.a^.orhe^orRuis^CRtAtvhetemR.s 

is an aliphadc moiety, wherein on. or more ofRu, Rts, or R,* *e opUonaUy 
aubsntuted win, one or more ocentrences of hydroxyl, protected hydtcxyl, 
alkyloxy, amino, pretected amino, alkylamino, aminoalkyl, or halogen; or 
R, and R, may, when taken togedter, form a sahuuted or unsaturated oyohe 
^ conteining 1 to 4 carbon stems and 1 to 3 nitrogen or oxygen atoms and ts 

amino, alkylamino, aminoalkyl. or halogen; 

R 10 is hydrogen, hydroxyl, protected hydroxyl, amino, or protected ammo; 
R„ is hydrogen, hydroxyl or protected hydroxyl; 
X is absent or is O, NH, N-alkyl, CH 2 or S; 
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wherein each occurrence ofRn ana K-ig is uiu^ 

wherein e CHl . or .nr 19 ., wherein R 19 is hydrogen or d^aJkyl, 

and Rig taken together is -0-, -CH 2 or inim? 

and Y and Z may be connected by a single or double bond; and 

a pharmaceutical^ acceptable carrier, 

. n ;^ 1- X is O- Ri is methyl; R 2 ,R3,R7 and R„ are 

with the proviso that when n is 1,X is u,m 

.ataxy or -OCeOJCH** * * " <» Ok*"* °' ^"f^T ' 

0 , R4 is hydroeen; R,. and R, are independently OH, C„alkoxy 

Oa-OJC^alkyliandV-ZU^CHror-CH-CH-. 
fli) R4 and Rs are each hydrogen; R„ is OH, Caikoxy 0, -0C(-O)C- 

^ 1;a ndY-Zis^HRW-,-CH^H.or^V-.vd,erein 
RV^R^indete^h^C^lorC^ytenn 
(Bi) R.^R..areeaehhyd Kg en.OH,C M *x,or^)CMaM; 
R! ishydro E e^Ofthai„ g er.C M *oxyor-OC(-0)C,^yUa»dY. 

Z is -CH2CH1-. -CH-CH- or -C(=0)CHr . 
38 T ,ephan 1 ,ae OT dca.co n pos M onofolaim37,whe,«in 1 heeornponndis 
p^en, in an amount effeodve .0 inhibit NF-rcB acnvadon. 
30 Theph^ndcalcornposidonofolaimST.whe^d.eeornponndis 
p.sen.inanamonnteffeeUve to inhibit AP-1 activaflon. 
4 „ *pha m aoentiea 1 eo m posW„nofc 1 aun37,whereind 1 ecornpor 1 »d is 
present in an amount effective to inhibit a protein kinase. 
4 , Ueph^ndcalcomposidonofc.aiorS^^.heproteinkinaa.is 



MEKK1, MEK1 , VEGFr or PDGFr. 
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42 The pharmaceutical composition of claim 37, wherein the compound is 
present in an amount effective to inhibit proliferation of cancerous cells and 
angiogenesis on solid tumors. 

43. The pharmaceutical composition of claim 37, wherein the compound is 
present in an amount effective to have an anti-inflammatory effect. 

1 37, wherein the compound is 



44. The] 
present in an amount effective to treat psoriasis. 

45. The pharmaceutical composition of claim 37, wherein the compound is 
present in an amount effective to reduce skin photodamage. 

46. The pharmaceutical composition of claim 37, wherein the compound is 
present in an amount effective to prevent restenosis. 

47 The pharmaceutical composition of claim 37, where: 

Rl is hydrogen, straight or branched C^alkyl, straight or branched C 

(iheteroalkyl. or aryl, 

wherein the alkyl, heteroalkyl, and aryl groups may optionally be 
substituted with one or more occurrences of halogen, hydroxyl or protected 
hydroxyl; 

R 2 and Ra are each independendy hydrogen, halogen, hydroxyl, protected 
hydroxyl, straight or branched C^alkyl, straight or branched C, heteroalkyl, or aryl, 
wherein the alkyl, heteroalkyl, and aryl groups may optionally be 
substituted with one or more occurrences of halogen, hydroxyl or protected 
hydroxyl; or 

R, and R 2 , when taken together, may form a saturated or unsaturated cyclic 
ring of 3 to 8 carbon atoms, optionally substituted with one or more occurrences of 
halogen; or 

R, and R,. when taken together, may form a saturated or unsaturated cyclic 
ring of 3 to 8 carbon atoms, optionally substituted with one or more occurrences of 
halogen; 
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R4 is hydrogen or halogen; 

R 5 is hydrogen or a protecting group; 

R, is hydrogen, hydroxyl, or protected hydroxyl; 

R^folchoccunence, is independently hydrogen, hydroxyl, or protected 

optionally ri^^l^t^^^^^^ R 
X.WR, or isC^lkyloptionaUy substituted with hydroxyl, protected 

hydroxy., halogen, amino, protected amino, or -XKCH^rRu, 

w heremR I2 andR 13 a,e,mdependentiyforeachoccurrence,hy^ 

Cl ^arylheteroaryl,a^ 

containinglto4carbon atoms and 1 to 3 nitrogen or oxygen atoms, and each 
ofR 12 andR,3 are optionally further substituted with one or more ocourrenc** 
of hydroxyl, protected hydroxyl, alkyloxy, amino, protected ammo, 
alkylamino.aminoalkyl, or halogen, 

wherein X, and X 2 are each independently absent, or are oxygen, NH, 
or-N(alkyl),orwheremX 2 -RMtogemerareN3orareasaturatedor 

unsaturated heterocyclic moiety, 
p is 2-10, and 

R„ is hydrogen, or an tnyl, heteroaryl, oUcylaryl, or alkylheteroaryl 
miety ,ori S -(CK)) 1 m,^<>0)OR, s ,or^C=0)R, S ,»horo i ncach 

of R„ is indepetAntly hydrogen, alky!, haeroaJkyl, 
aUcyimoiery.wh^in one or moreofR,.^,, or R^opnonaliy subbed 
„ith one or more oecnrcenoes of hydroxy., proteoted hydroxyl, alkyloxy, 

proteoled amino, alkylamino, aminoalltyl, or halogen; or 
R, and R, may, when taken together, form . sahm^ed or onsa.om.ed eyehc 
rin, oonBining 1 » 4 oarbon atoms and 1 lo 3 ninogen or oxygen atoms and ts 

amino, alkylamino, aminoalkyl, or halogen; 
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R w is hydrogen* hydroxy 1 , protected hydroxyl, amino, or protected amino; 
R„ ia hydrogen, hydroxyl or protected hydroxyl; 

" — o C=0,CR,.orm, wherein 

v • php O C=0 CR17 or NRn, and Z is CHK, 8 , u, ^ 
YrsCHRn.O.CM* j, yhydrogenorCl< alk,l,orR„andR„ 

whereto R,,Uhydro g enorC„alxyl,a»dY 

taken together is -O-.-t-Hi or ii^is . 

..d Z ma, he connected b, a stogie or double bond. 

4 , Ttep hannacetoica 1 c„mpositionofc.a i m47,wbereX i soxyge„^n i s>. 

49 . Ueph a n M ce»dca.e„mpos W onofc tei m47,«b««Raisbalogea 

50 . m pha m a=en.c a lcomposltion„fclaim49,«*e K R, i s fl uortoe. 
5 , ^pharmacenhcs 1 com P os i donofc,s ta 47,»hereVat,dZb>gemer 
represent - CH=CH-. 

5 , T hepharmacen,ca,oom P ositiono f c, ata5 ,whe re to-CH=CH.U tt » 1 s. 
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R? Re 



wh^b.R.-Rn.n.X.YaidZ^^d.finedtaclaim-K.or 
R„ and Rs may, when taken logger, fom> a cyelic ring contaanng 1 to 4 
carbon atoms and 1 le3 nitrogen or oxygen atoms and is optionally substituted with 

60. T) . ^m ^« ( -ita«'«^a'* B * x,, " n "■ ,4 • i, '• 



61. Thepl 



tonraceutical composition of claim 59, wherein R, is halogen 



tooeatical composition of claim 59, wherein Y mm Z togeurer 



62. The pi 
represent - CH=CH-. 

«. The pharmaceutical composition of cUhn 59, wherein Ri and Ra are each 
methyl and R3 is hydrogen. 

« mphan»acauticalc«mpo S itionofc^59»hcrem X i S oxygen,ni !l ,R, 
iK.arelm^RsUhydtogen.Ruisha.ogcn.andYmtdZ^etrepreren, 

-CH=CH-. 

• , it; rt n nf claim 63 or 64 wherein -CH=CH- is trans. 

65. The pharmaceutical composition of claim oj or 

66. A pharmaceutical composition comprising: 
a compound having the structure: 
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or pharmaceutically acceptable salt, ester, or 
a pharmaceutically acceptable carrier. 

7. A pharmaceutical composition comprising: 
a compound having the structure: 



salt of ester thereof; and 




or pharmaceutically acceptable salt, ester, or 
a pharmaceutically acceptable carrier. 

68. A pharmaceutical composition comprising: 
a compound having the structure: 



salt of ester thereof; and 
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or pharmaceutical* acceptable salt, ester, or salt of ester thereof; 
a pharmaceutical* acceptable carrier. 

69. A pharmaceutical composition comprising: 
a compound having the structure: 




A pharmaceutical composition comprising: 
a compound having the structure: 




pharmaceutically acceptable carrier. 



71 . A pharmaceutical composition comprising: 
a compound having the structure: 
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or 
a 



ptarmaceutically acceptable sal, caer, or sal. of ester thereof; and 



earner. 



A pharmaceutical composition comprising: 
a compound having the structure: 




orphannaceuticaUy acceptable salt, ester, or salt of ester thereof; and 
a pharmaceutically acceptable carrier. 



A pharmaceutical composition comprising: 
a compound having the structure: 
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» phannaceutically acceptable salt, ester, or salt of ester 
a phannaceutically acceptable carrier. 

A pharmaceutical composition comprising: 



compound having the structure: 




phannaceutically acceptable carrier. 



A pharmaceutical composition comprising: 
a compound having the structure: 




76. A pharmaceutical composition comprising: 
a compound having the structure: 
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OH 



or pharmaceutically acceptable salt, ester, or salt of ester thereof; and 
a pharmaceutically acceptable carrier. 



77. A 

a compound having the structure: 

OH O 



MeO 




or pharmaceutically acceptable salt, ester, or salt of ester thereof; and 
a pharmaceutically acceptable carrier. 

78. A pharmaceutical composition comprising: 
a compound having the structure: 



OH O 




or pharmaceutically acceptable salt, ester, or salt of ester thereof; and 
a pharmaceutically acceptable carrier. 



79. A pharmaceutical composition comprising: 
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a compound having the structure: 




or 
a 



salt, ester, or salt of ester thereof; and 
carrier. 



80. A pharmaceutical composition comprising: 
a compound having the structure: 




or pharmaceutically acceptable salt, ester, or salt of ester thereof; and 
a pharmaceutically acceptable carrier. 

81. A topical pharmaceutical composition for preventing or treating UVB-induced 

photodamage comprising: 

a compound having the structure: 
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^IS-— c^*-*.-"— 

Hng of 3 to 8 carhon atoms, optio.ra.ly - . more occonences of 

^ofStoSca^^opd-lys^totod^oooortoO.o—sof 

halogen; 

R4 is hydrogen or halogen 

Rs is hydrogen or a protecting groop; 

R, is hydrogen, hydroxyl, or protected hydroxyl; 

Z I'Lch occurrence, is independend, hydrogen, hydroxy., or protected 
"ishydeogen.haiogen.hydto^pro.ectedhydro.yi.WrC,^ 
opdonally snhsdtoted with hydroxyl, protected hydroxy!, SR„, or NRrfta 
W CH^-Ru,or i sC,^.opnona 1 lysuhsdtoted»i fl .hydrox,.,pro.ected 

hvdtoxyl halogen, amino, protected amino, or OMOWCvRm, 
y theeein Ru and R„ are, independent., for each occurence, hydrogen, 

C^l.a^l.hetetoarynalkylaryl.ora^ymetema^l.orapmtec.mggroup, 

oonUimngl,o4c^natom S and 1 to 3 mhogenoroxygena,on^- 
o,R, 2 andR, 5a reopdonml,mm,ers»bs.im,edwithoneormoreoc— 
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of hydroxyl, protected hydroxyl, alkyloxy, amino, protected amino, 
aikylamino, aminoalkyl, or halogen, 

wherein X, and X 2 are each independently absent, or are oxygen, NH, 
or -N(alkyl), or wherein X 2 -Rh together are N 3 or are a saturated or 
unsaturated heterocyclic moiety, 

pis 2-10, and 

R 14 is hydrogen, or an aryl, heteroaryl, alkylaryl, or alkylheteroaryl 
moiety, or is - (C=0)NHR, 5 -<C=0)OR 15 , or ^O0)R 15 , herein each 
occurrence of R,s is independently hydrogen, alkyl, heteroalkyl, aryl, 
heteroaryl, alkylaryl, or alkylheteroaryl, or R M is -S0 2 (R 16 ), wherein R 16 is an 
alkyl moiety, wherein one or more of Ru, R 15 , or R 16 are optionally substituted 
with one or more occurrences of hydroxyl, protected hydroxyl, alkyloxy, 
amino, protected amino, aikylamino, aminoalkyl, or halogen; or 
R, and R, may, when taken together, form a saturated or unsaturated cyclic 
ring containing 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms and is 
optionally substituted with hydroxyl, protected hydroxyl, alkyloxy, amino, protected 
amino, aikylamino, aminoalkyl, or halogen; 

R 10 is hydrogen, hydroxyl, protected hydroxyl, amino, or protected ammo; 
R u is hydrogen, hydroxyl or protected hydroxyl; 
X is absent or is O, NH, N-alkyl, CH 2 or S; 

Y is CHR17, 0, C=0, CR l7 or NR l7 ; and Z is CHR,„ O, CO, CR 18 orNRis, 
wherein each occurrence of R 17 and R„ is independently hydrogen or C^alkyl, or R l7 
and R 18 taken together is -O-, -CH 2 - or -NR,,-, wherein R 19 is hydrogen or G^alkyl, 
and Y and Z may be connected by a single or double bond; and 

a pharmaceutical^ acceptable carrier; 

wherein the compound is present in an amount effective to prevent or treat 
UVB-induced photodamage. 

82. The pharmaceutical composition of claim 81, further comprising a cosmetic 
ingredient. 

pharmaceutical composition of claim 82, wherein the cosmetic ingredient 



83. The 
is a sunscreen. 
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# 



84 A meted for <rea.bg an inflammatory and/or autoimmune disorder or a 
a compound having the structure: 




R? Re 

(D 

or pharmaceutically acceptable salt, ester, or salt of ester thereof; 

wherein R, is hydrogen, aliphatic, heteroaliphatic, alicyclic, heteroalicychc, 

aryl or heteroaryl; 

R, and R, are eaoh independently hydrogen, halogen, hydroxy), protected 
hydroxy., or an aliphadc, heteroallphade, alicyclic, heteroalicyclic a^l or hereroary. 
moiety; or 

R, and R 2 , when taken together, may form a substituted or unsubsututed, 
saturated or unsaturated cyclic ring of 3 to 8 carbon atoms; or 

R, and R 3 , when taken together, may form a substituted or unsubsututed, 
saturated or unsaturated cyclic ring of 3 to 8 carbon atoms; 

R, is hydrogen or halogen; 

R 5 is hydrogen, an oxygen protecting group or a prodrug; 
Rs is hydrogen, hydroxyl, or protected hydroxyl; 
n is 0-2; 

R 7 , for each occurrence, is independently hydrogen, hydroxyl, or protected 
hydroxyl; 

R, is hydrogen, halogen, hydroxyl, protected hydroxyl, alkyloxy, or an 
aliphatic moiety optionally substituted with hydroxyl, protected hydroxyl, SR 12 , or 
MR12R13; 
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R 9 is hydrogen, halogen, hydroxyl, protected hydroxyl, OR12, SR12, NRnRn. - 
X^^-R^isC,^^^ 

hydroxyl, halogen, amino, protected amino, or -XKCH^-Ru, 

wh eremR,andR„are,mdependentlyforeachoccurrence,hy^ 

aliphatic, heteroaliphatic, alicyclic, heterocyclic, aryl or heteroaryl; or a 
protecting group, or R 12 and R l3 , taken together may form a saturated or 
unsaturat ed cyclic rmg contain* g 1 to 4 carbon atoms and 1 to 3 nitrogen or 
oxygen atoms, and each ofRu and R H are optionally further substtuted w lt h 
oneormoreoccunencesofhydroxyl,protectedhydroxyl,alkyloxy,^ 

protected amino, alkylamino, aminoalkyl, or halogen, 

wherein Xi and X 2 are each independently absent, or are oxygen, NH, 
or -N(alkyl), or wherein XrRu together are N 3 or are a saturated or 
unsaturated heterocyclic moiety, 

pis 2-10, and 

R„ is hydrogen, or an aryl, I—"** <* *»« Kra ^ 1 

moie*. or is - (CO)NHR,s or -(C-0)Rij, heroin each 

occnrranoe of R ls is independently hydrogen, aliphatic, heteroaliphatto, 
*ycUc,h 5 ^c y olic,arylorha^ary.;orR„is^0 1 (R, l ),whe rem R, l 

is an aliphario moiety, wherein one or mora of Ru, Rtt, or R,s are opnonauy 
sinned with one or mom ooourmnces of hydroxyl, proved hydmxyl, 
aMox,, amino, protected amino, alkylatnino, aminos!*., or halogan; or 
R, and R, may, whan token togamer, fbnn a sahtrated or nnsa.ura.ed oycho 
.togoontainmg . to 4 oarhon atoms and , W 3 nitrogen oroxygan atoms and rs 
optional., snhsntuted widt hydroxy,, promoted hydroxy., aKyloxy, ammo, pro.eo.ad 
amino, alkylamino, aminoalkyl, or halogen; 
R^ishydroger.hydroxyl.i^ 
Ru is hydrogen, hydroxyl or protected hydroxyl; 
X is absent or is 0, NH, N-alkyl, CH 2 or S; 

YisCHRn,0,C=0,CRnorNR„;andZisCHR I8 ,0,C=0,CRuorm,«, 

and Y and Z may be connected by a single or double bond; and 
a pharmaceutical^ acceptable carrier or diluent; 
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(0 
(ii) 



(iii) 



eachhydrogen;R 5 is hydrogen, c^«^^«^ 
^yor^C^^ 

one or more if the following groups do not occur simultaneously as defined: 

r, is hydrogen; R,o and Rs are independently OH, C M alkoxy or - 
OC(=0)CMalkyl; and Y-Z is -CH 2 CH 2 - or -CH=CH-; and 
r, and R, are each hydrogen; R,o is OH, C M alkoxy or -OC(=0)C 

R v and R z are independently hydrogen, C„alkyl or C^ancyl; and 
R, andR.o are eachhydrogen, OH, Calkoxy or^C(=0)CMalkyl; 
Rg is hydrogen, OH, halogen, Ci^alkoxy or -0C(=0)Ci-4alkyl; and Y- 
Z is -CH 2 CH 2 -, -CH=CH- or -C(=0)CH 2 - ; whereby the compound 
induces mRNA degradation and the method is for treating a disorder 
resulting from cell proliferation. 

85 The method of claim 84, wherein the method is for treating a disorder selected 
from the group consisting of rheumatoid arthritis, psoriasis, asthma, cancer, sep S1 s, 
inflammatory bowel disease, atopic dermatitis, Crohn's disease, and autoimmune 

disorders. 

86 . The method of claim 84, wherein the method is for treating rheumatoid 
arthritis. 

87. The method of claim 84, wherein the method is for treating psoriasis. 

88. The method of claim 84, wherein the method is for treating asthma. 

89 The method of claim 84, wherein: 

Rl is hydrogen, straight or branched C^alkyl, straight or branched C 

gheteroalkyl, or aryl, 
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v*„eta the alkyl, taW-M, and tnyl gmm» may opdooally be 
riM »i* one or more oceunences of halogen, hydroxy! or prctecsed 

tS. m eaeh independently hydrcgen, halogeo, hydroxy!, proved 

fc^xyl, sbaight o, boohed IVM - C ' JKKK * ' " "* 

herein the alkyl, heteroalkyl, and aryl groups may ophonally be 
s„bsd.t»ed «Hh one o, more occurrences of halogen, hydmxyl or proved 

R^Twhen taken .ogedrer. may form a atfunned or unaabnaud cyclic 
ring of 3 to 8 carbon atoms, optionally snbstaed ™m one o, mom occurrences of 

^TandR^btamgeAer.n.yfonnasnmm.edormrs.m^cyc.ic 

Hng of 3 to 8 carbon atoms, optionally substituted «im one or more occurrences of 

halogen; 

R4 is hydrogen or halogen; 

R 5 is hydrogen or a protecting group; 

B, is hydrogen, hydroxyl, or protected hydroxyl; 

R^foreach occurrence, is independently hydrogen, hydroxyl, or protected 
^tishyd^^ 

op ti ondlysuhs ti tuted W ithhydroxyl, P rotectedhydroxyl,SR 12 ,or 

XKCH^-Ru, or is Cm** optionally substituted with hydroxyl, protected 
hydroxyl, halogen, animo.pro^ 

Cualkyl, aryl, heteroaryl, alkylaryl, or alkylheteroary 1 , or a protecting group, 

containing 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms, and each 
of R„ and R» are optionally further substituted with one or more occurrences 
of hydroxyl, protected hydroxyl, alkyloxy, amino, protected ammo, 
alkylamino, aminoalkyl, or halogen, 
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wherein X, and X 2 are each independently absent, or are oxygen, NH, 
or -N(alkyl),or W hereinX 2 -RH together areN 3 or are a saturated or 
unsaturated heterocyclic moiety, 

pis 2-10, and 

R 14 is hydrogen, or an aryl, heteroaryl, alkylaryl, or alkylheteroaryl 
m0 iety, or is - (C=0)NHR 15 -<C=0)OR 15 , or -<C=0)R 15 , wherein each 
occurrence of R 15 is independently hydrogen, alkyl, heteroalkyl, aryl, 
heteroaryl, alkylaryl, or alkylheteroaryl, or R.is-SO.W.whe.inR.tsan 
alkyl moiety, wherein one or more of Ru, fc* or R 16 are optionally substrtuted 
with one or more occurrences of hydroxyl, protected hydroxyl, alkyloxy, 
amino, protected amino, alkylamino, aminoalkyl, or halogen; or 
R, and R 9 may, when taken together, form a saturated or unsaturated cychc 
ring containing 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms and is 
optionally substituted ^I^f-^I^^^ 11- ^ 
amino, alkylamino, aminoalkyl, or halogen; 

R 10 is hydrogen, hydroxyl, protected hydroxyl, amino, or protected ammo; 
Ru is hydrogen, hydroxyl or protected hydroxyl; 
X is absent or is O, NH, N-alkyl, CH 2 or S; 

Y is CHR 17 , 0, C=0, CRn orNRn; and Zis CHR 18 , 0, C=0, CR 18 orNR 18 , 

and R 18 taken together is -0-, -CH 2 - or -NR19-, wherein R 19 is hydrogen or Cl ,alkyl, 
and Y and Z may be connected by a single or double bond. 

90. The method of claim 89, wherein in the compound X is oxygen and n is 1 . 

91. The method of claim 89, wherein in the compound R» is halogen. 

92. The method of claim 89 is wherein in the compound R4 is fluorine. 

93 . The method of claim 89, wherein in the compound Y and Z together represent- 
CH=CH- 
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94. The method 
trans -CH=CH-. 



of claim 93, wherein in the compound Y and Z together represent 



r administering a compound wherein Ri 



95 The method of claim 89, comprising i 




wherein R4-R.1, n, X, Y and Z are as defined in claim 88. 

96 . Thememodofclaim95,whereininthecompoundXisoxygenandnis 1. 

97. The method of claim 95, wherein in the compound R4 is halogen. 
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,06 Ue^odofeiaimWU^in.hecompovmdXisoxygen.aisl.R, 
-CH=CH-. 

107. The method of claim 105 or 106, wherein in the compound -CH=CH- is trans. 



108. The method of claim 84, comprising administering a compound having the 
structure: 




or pharmaceutical* acceptable salt, ester, or salt of ester thereof. 

109. The method of claim 84, comprising administering a compound having the 
structure: 




or 



pharmaceutical acceptable salt, ester, or salt of ester thereof. 



110. The method of claim 84, comprising administering a compound having the 



structure: 
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OH 

or pharmaceuticaUy acceptable salt, ester, or salt of ester thereof. 

111. The method of claim 84,^ 
structure: 




or 



pharmaceuticaUy acceptable salt, ester, or salt of ester thereof. 

administering a compound having the 



112. The method of claim 84, comprising 
structure: 




orp 



harmaceutically acceptable salt, ester, or salt of ester thereof. 
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113. The method of claim 84, comprising 
structure: 



administering a compound having the 




or pi 



.harmaceutically acceptable salt, ester, or salt of ester thereof. 

administering a compound having the 



1 14. The method of claim 84, comprising 
structure: 




or pharmaceutically acceptable salt, ester, or salt of ester thereof. 



115. The method of claim 84, comprising* 
structure: 



dministering a compound having the 
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or 



pharmaceutical* acceptable salt, ester, or salt of ester thereof. 



! 16. The method of claim 84, comprising administering a compound having the 



structure: 




or pi 

117. The 
structure: 



harmaceutically acceptable salt, ester, or salt of ester thereof. 



method of claim 84, comprising administering a compound having 



inethe 




or 



pharmaceutical* acceptable salt, ester, or salt of ester thereof. 

administering a compound having the 



118. The method of claim 84, comprising 
structure: 
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or 



ptarmaceutadly acceptable salt, ester, or salt of ester thereof. 



„,. A method for providirtg protection agaios. UVB-indnced phorodamag. .0 a 

subject, said method comprising: 

Administering to the subject in need thereof a composition compnsmg a 

! structure: 




(D 

or pharmaceutical acceptable salt, ester, or salt of ester thereof; 
wherein R. is hydrogen, straight or branched Cu-W. straight or branched 

Ci^eteroalkyl, or aryl, 

wherein the alkyl, heteroalkyl, and aryl groups may optimally be 
substituted with one or more occurrences of halogen, hydroxyl or protected 
hydroxyl; 

Rj and R3 are each independently hydrogen, halogen, hydroxyl, protected 
hydrcxyl, anaigh, or branched - >— ** 
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wherein the alkyl. heteroalkyl, and »yl groups may optionaUy be 
,*W wirh one or more occurrences of halogen, hydroxy, o, protected 

hydroxyl; or 

R, and *. when taken together, may form a sahnared or unsaturated eyoho 
nng of 3 to t carbon atoms, optionally subsriruled with one or more ocewrencea of 

""'Tend R„ when taken together, may form a satunned or unsaturated cyclic 
ring of 3 .0 8 carbon atoms, optionally substituted with one or more occurrences of 

halogen; 

R, is hydrogen or halogen; 

R 5 is hydrogen or a protecting group; 

R, is hydrogen, hydroxyl, or protected hydroxyl; 

n is 0-2; 

R 7> for each occurrence, is independently hydrogen, hydroxyl, or protected 

is hydrogen, halogen, hydroxyl, protected hydroxyl, alkyloxy, or C.^lkyl 
optionally substituted with hydroxyl, protected hydroxyl, SR 12 , or NRbRiS 

R, is hydrogen, halogen, hydroxyl, protected hydroxyl, OR,* SRn. 12 13 ' " 
X,(CH 2)P X 2 -R l4 a or is C w alkyl optionally substituted with hydroxyl, protected 
hydroxyl, halogen, amino, protected amino, or OC,(CH 2 )pX 2 -R,4; 
" " w hereinR 12 and R 13 are, independently for each occurrence, hydrogen, 
C^alkyl, aryl, heteroaryl, alkylaryl, or alkylheteroaryl , or a protecting group, 
orRnandRnatakentogemermayformasatumtedorunsa^ 
containing 1 to 4 carbon atoms and 1 to 3 nitrogen or oxygen atoms, and each 
of R 12 and R,3 are optionally further substituted with one or more occurrences 
of hydroxyl, protected hydroxyl, alkyloxy, amino, protected ammo, 
alkylamino, aminoalkyl, or halogen, 

wherein X, and X 2 are each independently absent, or are oxygen, NH, 
or -N(alkyl), or wherein X 2 -Ru together are N 3 or are a saturated or 
unsaturated heterocyclic moiety, 
pis 2-10, and 

R l4 is hydrogen, or an aryl, heteroaryl, alkylaryl, or alkylheteroaryl 
moiety, or is - (C=0)NHR 15 -<O0)0R 15 , or -<C=0)R 15 , wherein each 
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occurrenceof^is^ 

heteroaryi,^ opt ionally substituted 

alkyl moiety, wherein one or more ofRu,^, or R,« are p j 

amino, protected amino, alkylamino, aminoalkyl, or halogen; or 

rmgcontainmgl^ca^ 

amino, alkylamino, aminoalkyl, or halogen; tf1nmino . 

Rll is hydrogen, hydroxyl or protected hydroxyl; 
X is absent or is O, NH, N-alkyl, CH 2 or S; 

^eremeachoccurrenceofRnand^ismdependenUyby^ 

and Y and Z may be connected by a single or double bond; and 
a pharmaceutical^ acceptable carrier or diluent. 

m . Thememodofclaimll9,wheremmmestepofadmimste^ 
composition is administered topically. 

121. The method of claim 119, wherein the photodamage is skin wrinkles. 

122. The method of claim 1 19, wherein the photodamage is a skin cancer. 



123 Amemodforpreventmgorreducingthemteofrestenosis,compnsm g : 
t0 re lease) a composition comprising a compound having the structure: 
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or pharmaceutical acceptable salt, ester, or salt of ester thereof; 

wherein Ri is hydrogen, straight or branched C ^alkyl, straight or branched 

Ci.6heteroalkyl,oraryl, 

wherein the alkyl, heteroalkyl, and aryl groups may optionally be 
substituted with one or more occurrences of halogen, hydroxyl or protected 
hydroxyl; 

R 2 and R 3 are each independently hydrogen, halogen, hydroxyl, protected 
hydroxyl, straight or branched C,,alkyl, straight or branched C.^eteroalkyl, or aryl, 
wherein the alkyl, heteroalkyl, and aryl groups may optionally be 
substituted with one or more occurrences of halogen, hydroxyl or protected 
hydroxyl; or 

Rl and R 2 , when taken together, may form a saturated or unsaturated cychc 
ring of 3 to 8 carbon atoms, optionally substituted with one or more occurrences of 
halogen; or 

R, and R 3 , when taken together, may form a saturated or unsaturated cychc 
ring of 3 to 8 carbon atoms, optionally substituted with one or more occurrences of 

halogen; 

R4 is hydrogen or halogen; 

R 5 is hydrogen or a protecting group; 

R« is hydrogen, hydroxyl, or protected hydroxyl; 

R^for'lach occurrence, is independently hydrogen, hydroxyl, or protected 

hydroxyl; . 
R, is hydrogen, halogen, hydroxyl, protected hydroxyl, alkyloxy, or C^alkyl 

optionally substituted with hydroxyl, protected hydroxyl, SR, 2 , or NRnR* 
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T„ „. atotaryl ordkylheteK.aryl.ot apwKcting W 

alkvlamino, aminoalkyl, or halogen, 
unsaturated heterocyclic moiety, 

mole* oris- CK»NHR, s KC-0PR. S .0'-<C=0)R, s ,»tee m -h 
teteroaryl,allcylaryl,oraiay „„ orRl . are optionally substituted 

Rll is hydrogen,hydroxyl or protected hydroxyll 
X^torisO.mN-alWCH.orS; rNR ^ 
„. ruR o CO CR17 or NR17; and Z is CHKu, ^ , 

a pharmaceutical* acceptable carrier or diluent; 
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ooh»c^*-^- w * , ** C,I,C ^ 

v l _raM or ' ,, rV;wheieinR , andR z are 
and Y-Z is -CHR V CHR*-, -CH-CH- or 
Mependenfly hydrogen, C M sW or MM> 



inserting a stent into the passageway, 



ated with (or otherwise adapted to 



structure, the surface of the structure being coa 




, ui, ,oit ^ter or salt of ester thereof; 
o^^acouti^y acoopublo *c^.or [braKhed 

^.inR, U hydrogen, slight ot benched C^lkyl, S 
^^^'dre*,, — anda^psnrayopUonaUybe 

" 4 fc " '^w, andghr or branched C^M-M. or aryi, 

hydroxyl, straight or branched Cta"? 1 - str » 
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substituted with one or more occurrences 

halogen; 

IU is hydrogen or halogen; 

R, is hydrogen or a protecting group; 

is hydrogen, hydroxyl, or protected hydroxyl; 

^ILocc^nce.isindependendyhydrogen.hydn.xyi.orp,^ 

^t^n^ern^^asan^dorunsa^eychc^g 
.^^caJa^and^Sni^or^gena^,--^ 

— ------ ^ 

ofhydroxyl.pro^hydroxyi.alkyloxy.annno.pro^-nno, 

alkylamino, aminoalkyl, or halogen, 

^inX.andX^eachindapendenUya^en.orareoxyge.KH, 

„ I .N(*l),o.v*e re in Xl -R,..0ge*«™N>°' areaS ^ aKdO, 
unsaturated heterocyclic moiety, 
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• 



heteroaryl,atKy orRlsare optionally substituted 

alkylmoiety.vAeieinoKOrmoreofRta.Rtt.orKiaU' p 

^o.eostnoteocounencesofhydtoxyl.pro^hytoyl.^ox,, 
^o, protect amino, alkylanrtao, amtaoalkyl, or halogen; o, 

nngconlaining 1 to 4 carbon «oms and 1 to 3 nitrogen or oxygen atoms and . 

amino alkylamino, aminoalkyl, or halogen; 

R ! is b,dro g an,b,droxyl,p rot ao.edb,droxy,,an,uto,or proved an^no; 

R„ is hydrogen,hydroxyl or protected hydroxyl; 
X is absent or is O, NH, N-alkyl. CHa or S; 

VisCHR,,,0,C<»,CR,,orm, fi and Z UCHR,.0,C^CR,,orNR,. R 

-c_n CH,- or -NR I9 -, wherein R 19 is hydrogen or C^alkyl, 
and Rig taken together is -0-,-CH 2 or inim9-, 

^YandZmaybeeonnectedhyasingleordouhlebond^andop.onally 
a pharmaceutically acceptable carrier or diluent; 
such that the passageway is expanded. 

expandedmotdertoeUaninateabiliary.gastrointestinal.esoph^ 
tracheal/bronchial, urethral and/or vascular obstruction. 

1*. ^emethodofclaiml25,whereinthelumenofabodyp 
expanded in order to eliminate a vascular obstruction. 
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